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Effects of prenatal and lactation nicotine exposure
on glucose homeostasis, lipogenesis and lipid
metabolic profiles in mothers and offspring
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There is increasing evidence suggesting that maternal nicotine (NIC) exposure alone can lead to many

deleterious consequences in the fetus. In this study, we aimed to evaluate the effects of prenatal and

lactation NIC exposure on glucose homeostasis, lipogenesis and lipid metabolism in mothers and pups.

After maternal NIC exposure (from gestational day 9 to weaning), NIC mothers showed lower body

weight, decreased parametrial white adipose tissue (pWAT) and inguinal WAT weights, lower homeostasis

model assessment of beta cell function, higher serum total cholesterol (TC) and low-density lipoprotein

cholesterol levels, higher Castelli index values, lower hepatic mRNA levels of sterol regulatory element

binding protein-1c (SREBP1c), lipoprotein lipase, acetyl-CoA carboxylase, fatty acid synthase (FAS) and

glucose transporters 4 (GLUT4), as well as lower SREBP1c, FAS, leptin and GLUT4 mRNA levels in pWAT.

However, female NIC pups presented higher body weights and serum TC levels, and increased trends for

high density lipoprotein-cholesterol and Castelli index I. Male NIC pups had higher body weight, serum

TC levels and Castelli index I values, and lower glycemia levels. Additionally, hepatic and adipose FAS gene

expression from the female NIC pups presented a decreasing trend, while the male NIC pups had lower

hepatic FAS expression and higher adipose FAS expression. In conclusion, prenatal and lactation NIC

exposure induced deleterious effects on the glucose homeostasis, lipogenesis and lipid metabolism in

both mothers and pups, which may promote several important metabolic disorders in the progeny.

Additionally, there are gender-specific effects on pups.

1 Introduction

Although maternal smoking is associated with adverse fetal,
obstetric and developmental outcomes,1–5 approximately
9%–20% of mothers worldwide continue to smoke throughout
their entire pregnancy.6–8 Additionally, this number increased
during the breast-feeding period because many mothers
returned to smoking after delivery.9 Recently, a meta-analysis
study has shown that babies whose mothers smoked regularly
during pregnancy had a 47% increase in the odds of becoming
overweight.10 Moreover, Ma et al. suggested that it was the
direct and long-term effects of intrauterine exposure to the
chemicals in cigarette smoke that accounted for the increased
risk of obesity in offspring whose mother smoked during preg-
nancy.11 Among all of the chemicals constituting cigarette

smoke, nicotine is considered to be one of the major adverse
components that perturbs fetal development.12 Animal studies
have recently demonstrated that nicotine might be the single
most important component of cigarette smoke leading to long-
term adverse metabolic outcomes, including obesity.13–16

Nicotine can easily pass through membrane barriers and activate
nicotinic acetylcholine receptors.17,18 Therefore, nicotine can
distribute in placental tissue, amniotic fluid, fetal blood and
breast milk,19–22 leading to significant fetal and neonatal
exposure. However, maternal exposure to nicotine during ges-
tation and lactation is not restricted to cigarette smoking
alone. Several nicotine-based pharmacotherapies for smoking
cessation have been developed (e.g., e-cigarettes and nicotine
replacement therapy), and their usage has been considered to
be of benefit for pregnant women with heavy nicotine depen-
dence and they have become more and more popular in recent
years, especially amongst adults of reproductive age.23–25 The
effects of maternal exposure to nicotine alone have been long
overlooked when compared with the deleterious health risks
of cigarette smoking; however, previous studies were not
sufficient to confirm the safety and efficacy of using these†These authors contributed equally to this work.
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nicotine-containing products during pregnancy and lactation.26–28

In fact, increasing evidence suggests that maternal nicotine
exposure alone can lead to many deleterious consequences in
the fetus; therefore, a more comprehensive evaluation of the
short- and long-term health effects of nicotine on the offspring
is necessary.29

Several epidemiological and animal studies have shown
that environmental changes within a critical window of devel-
opment, such as gestation or lactation, can initiate permanent
alterations in metabolism that lead to diseases in adulthood.
This association has been called programming, which may
play an important role in the development of obesity.30–32 The
placenta provides a link between the circulations of the
mother and the fetus, which ensures proper fetal development
through the regulation of nutrient and gas transfer from the
mother to the fetus.33 Epidemiological data have confirmed
that maternal smoking during pregnancy might be a risk
factor for childhood obesity.34–36 It was reported that rats
exposed to nicotine in utero showed increased body weight,
body fat and visceral adipose tissue at birth and at 9 weeks of
age.37,38 Lactation is a critical period of life: important cogni-
tive and neurological developments occur in this period.
Mother’s milk represents the primary source of nutrition in
this period.39 However, only a few studies have suggested that
the first postnatal week is critical for nicotine programing of
body weight and body fat distribution. Oliveira et al. identified
that lactation is sensitive to the isolated effects of nicotine,
and maternal nicotine exposure during lactation has short-
and long-term effects on body weight regulation, body adi-
posity, leptin concentration, hormonal status and thyroid func-
tion in rat offspring.21,40 Studies have also shown that prenatal
and lactation nicotine exposure affects the body weight, fat
pad weight, and perivascular adipose tissue in offspring at 35
days, 70 days and 6 months of age.41,42 Therefore, it was estab-
lished that maternal nicotine exposure is closely related to an
obese offspring phenotype in adulthood. Recently, Santos-Silva
et al. found that maternal tobacco exposure during lactation
led to changes in nutritional, biochemical, and hormonal
parameters in dams and these changes, passively through the
milk, may promote several important metabolic disorders in
the progeny.43 Oliveira et al. also showed that maternal nic-
otine exposure during lactation resulted in important nutri-
tional, biochemical, and hormonal parameter changes in
mothers and their offspring.21 However, little is known about
the effect of prenatal and lactation nicotine exposure on
mothers and their offspring. Are the patterns of these effects
clearly distinct from the effects of lactation nicotine exposure
alone? Can these effects on the mother further affect the fetus
or the newborn and then be important for the programming
effects observed in adverse metabolic diseases?

Metabolic diseases are characterized by glucose and lipid
metabolic disorders. Maternal metabolic abnormalities may
affect the fetal metabolic state. Previously, we utilized NMR-
based metabonomics to demonstrate that prenatal nicotine
exposure caused glucose, lipid and protein metabolism
changes in the maternal plasma, fetal plasma and amniotic

fluid.44 To the best of our knowledge, only a small number of
research studies have evaluated the effects of nicotine exposure
on the glucose homeostasis, lipogenesis and lipid metabolic
profiles of the mothers and pups during the gestational to the
early postnatal period. Thus, this study was aimed to evaluate
the short-term consequences of maternal nicotine exposure
during gestation and lactation on the glucose homeostasis,
lipogenesis and lipid metabolic profiles of mothers and pups.
This study has important significance in elucidating the devel-
opmental origin of obesity caused by maternal nicotine
exposure.

2 Materials and methods
2.1 Animals

Pathogen-free Wistar rats weighing 180–220 g (female) or
260–300 g (male) were obtained from the Experimental Center
of Hubei Medical Scientific Academy (no. 2008-0005, Hubei,
China). The rats were maintained under 12 h light : 12 h dark
cycles, at 22–24 °C room temperature. The animals were
allowed to acclimate for at least one week before being sub-
jected to experimental conditions. Each male rat was mated
with two female rats, and the occurrence date of the vaginal
plug or sperm in the vaginal smear was considered gestational
day (GD) 0. After mating, each pregnant rat was placed in an
individual cage with free access to water and food until
weaning (28 days of lactation).45,46 The animal studies were
performed at the Wuhan University Center for Animal Exper-
imentation (Wuhan, Hubei, China), which has been accredited
by the Association for the Assessment and Accreditation
of Laboratory Animal Care International (AAALAC Inter-
national). The study protocol was designed in accordance with
the Guidelines for Animal Research and was approved by the
Medical College of Wuhan University Ethical and Research
Committee.

2.2 Prenatal and lactation nicotine exposure

After mating, each pregnant rat was randomly assigned to a
nicotine (NIC) or a control (C) group. Nicotine (Sigma, St
Louis, MO, USA) was subcutaneously administered
(1.0 mg kg−1) to pregnant rats or dams twice per day from GD
9 to weaning,47 and the control group was administered the
same volume of vehicle. According to the previous study, this
dose of nicotine could produce similar plasma nicotine levels
with those observed in moderate to heavy smokers.48–51 In
general, pregnant rats produced 12–16 pups. We only used
litters in which the pups of each gender were no less than 6.
All litters (NIC, n = 8; C, n = 8) were adjusted to 12 pups
(6 males and 6 females) at postnatal day 1 (PND 1) so as to
avoid the influence of the litter size. Before weaning, the dams
and offspring were fasted for 12 hours and placed in a separate
quiet room for anesthesia. After the disappearance of the right-
ing reflex, the animals were killed by rapid decapitation.
Blood, perirenal white adipose tissue, epididymal (eWAT) or
parametrial white adipose tissue (pWAT), inguinal subcuta-
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neous white adipose tissue (iWAT) and livers were collected.
The adipose tissue and livers were immediately frozen in
liquid nitrogen and then stored at −80 °C for subsequent
experiments.

2.3 Body weight and organ index

During the entire pregnancy and lactation period the mothers’
body weights were monitored daily and the pups’ body weights
were monitored every week. Liver weights and adipose weights
of the mothers and pups were measured at weaning.

2.4 Serum biochemical parameters

Blood samples were centrifuged (1500g, 10 min) to obtain
serum, and they were kept at −20 °C until they were assayed.
Blood glucose, total cholesterol (TC), triglycerides (TG), high-
density lipoprotein-cholesterol (HDL-C), low-density lipo-
protein cholesterol (LDL-C) and non-esterified fatty acid
(NEFA) levels were detected using commercial test kits with a
Hitachi 7600 Series automatic biochemical analyzer (Hitachi,
Tokyo, Japan).

2.5 Serum hormone quantification by ELISA

Serum insulin was determined with a commercial rat ELISA kit
(Mercodia, Sweden) (the detection limit was ≤0.020 μg L−1).
Leptin was measured with a specific rat ELISA kit (Abcam,
Inc., Cambridge, MA, USA) (sensitivity: ≥30 pg mL−1; intraas-
say variation: <10%).

2.6 Insulin sensitivity evaluation

Insulin sensitivity and beta cell function were analyzed accord-
ing to the following two formulae:52,53

(1) homeostasis model assessment of insulin resistance
HOMA-IR = Insulin (mIU/mL) × serum glucose (mmol/L)/22.5;

(2) homeostasis model assessment of beta cell function
HOMA-β = [Insulin (mIU/mL) × 20]/[serum glucose (mmol/L)
− 3.5].

2.7 Castelli index I and II calculations

The Castelli I and II indices, which correlate with athero-
genesis, were obtained using the following formulae:21,54

(1) Castelli index I = total cholesterol/HDL-C
(2) Castelli index II = LDL-C/HDL-C

2.8 Gene expression involved in lipogenesis and metabolism

Total RNA was isolated from the liver and eWAT or pWAT using
Trizol according to the manufacturer’s protocol. The relative
expressions for rat sterol regulatory element binding protein-1c
(SREBP1c), lipoprotein lipase (LPL), acetyl-CoA carboxylase
(ACC), fatty acid synthase (FAS), leptin, adiponectin and
glucose transporter 4 (GLUT4) were determined using an ABI
Step One real-time PCR thermal cycler (ABI Stepone, NY, USA).
We quantified the PCR products using a SYBR Green Core
Reagent kit (Applied Biosystems) and calculated the relative
gene expression levels with the ΔΔCt method using β-actin (for
liver) or acidic ribosomal phosphoprotein P0 (36B4) (for eWAT
or pWAT), as an internal control. Primers were designed using
Premier 5.0 and the sequences of the primers used are listed
in Table 1.

2.9 Statistical analysis

Results were reported as x̄ ± S.E.M. Statistical analysis and
graphics were performed using Prism (GraphPad Software,
Inc., La Jolla, CA, USA; version 5.0). All results were evaluated
using an unpaired Student’s t-test, where a P-value of less than
0.05 was considered to be significant. We studied two
offspring (one male and one female) from each mother at
weaning. However, for the birth weight, the litter was used as
the experimental unit; therefore, we considered the average
values from the same gender of the same litter instead of
using individual animal values.

3 Results
3.1 Effects of prenatal and lactation nicotine exposure on
mothers

3.1.1 Body weight and organ index. Before nicotine
exposure, there were no differences in the mothers’ body weight
between the NIC and C groups. However, compared with the
control, the NIC mothers showed lower body weights from GD
15 to the end of lactation (P < 0.01, Fig. 1A and B), and in par-
ticular, there was a 6% and a 10% decrease at the end of the
pregnancy and lactation periods, respectively (P < 0.01, Fig. 1A
and B). At weaning, the NIC mothers also exhibited lower
pWAT, iWAT and liver weights (−53%, −23% and −18%,
Fig. 1C, P < 0.05, P < 0.01, respectively). Additionally, the pWAT

Table 1 Real-time PCR primers and conditions

Genes Forward primer Reverse primer Product (bp)

SREBP1c AGGGAGTTCTCAGATGCTCTTG CATGCTGGAACTGACAGAGAAG 99
LPL TCTCCTGATGATGCGGATTT CAACATGCCCTACTGGTTTC 97
ACC GGACCACTGCATGGAATGTTAA TGAGCGACTGCCGAAACATCTC 133
FAS AGGATGTCAACAAGCCCAAG ACAGAGGAGAAGGCCACAAA 100
Leptin TTTCACACACGCAGTCGGTATC GGTCTGGTCCATCTTGGACAAA 101
GLUT4 CTTGATGACGGTGGCTCTGC CACAATGAACCAGGGGATGG 127
β-Actin ATGGATGACGATATCGCTGC CTTCTGACCCATACCCACCA 150
36B4 CGACCTGGAAGTCCAACTAC ATCTGCTGCATCTGCTTG 109
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index was significantly decreased in the NIC mothers (−48%,
Fig. 1D, P < 0.01).

3.1.2 Glucose homeostasis and biochemical profiles.
Glucose homeostasis and biochemical profiles are shown in
Table 2. At the end of lactation, compared with the C mothers,
there were no changes in the glycemia and insulin levels in
NIC mothers. Concerning insulin sensitivity and β cell func-
tion, there was a decreasing trend in the HOMA-β levels
(−39%, P = 0.092), but there were no changes in the HOMA-IR
levels in the NIC mothers, which indicated that prenatal and
lactation nicotine exposure could affect the β cell function in
mothers. As shown in Table 2, the NIC mothers showed higher

serum TC (+31%, P < 0.01), LDL-C (+56%, P < 0.01), Castelli
index I (+18%, P < 0.01) and Castelli index II values (+33%,
P < 0.05), while the TG, HDL-C and NEFA evaluations were
normal.

3.1.3 The metabolic gene expression levels in the liver and
adipose tissue. As shown in Fig. 2, compared with the C
mothers, the gene expression levels of hepatic lipogenic
enzymes (SREBP1c and FAS) were down-regulated (−53% and
−55%, P < 0.05, respectively), and the ACC and LPL mRNA
levels also had decreased trends in the NIC mothers (Fig. 2).
Glucose transporter mRNA levels, such as GLUT4, in the liver
were also decreased (−72%, p < 0.05) in the NIC mothers. Fur-
thermore, SREBP1c, FAS, leptin and GLUT4 mRNA levels were
significantly decreased (−48%, −75%, −63% and −65%, Fig. 3,
P < 0.05, P < 0.01, respectively) in the pWAT of the NIC
mothers at weaning. These findings suggest that prenatal and
lactation nicotine exposure inhibits maternal glucose transport
and lipogenesis levels.

3.2 Effects of prenatal and lactation nicotine exposure on
pups

3.2.1 Body weight of offspring, sex ratio and litter size. The
body weights of the NIC pups during gestation and lactation
are shown in Table 3. As is shown, at birth, there were no
differences in the pups’ body weight between the NIC and C
groups. However, compared with the controls, the female and
male NIC pups showed higher body weight at weaning (+8%,
P < 0.05 and +7%, P < 0.05, respectively). Additionally, the

Fig. 1 Total body weight, parametrial white adipose tissue (pWAT), inguinal subcutaneous white adipose tissue (iWAT) and liver (L) weights of
nicotine-exposed mothers during gestation and lactation (x̄ ± S.E.M., n = 8). (A) Body weight during gestation and lactation. (B) Body weight at
weaning. (C) pWAT, iWAT and L weights. (D) Organ index. *P < 0.05, **P < 0.01 vs. the control.

Table 2 Glucose homeostasis and biochemical profiles of nicotine-
exposed mothers during gestation and lactation (x̄ ± S.E.M., n = 8)

Parameter
Control
group

Nicotine
group P Value

Glycemia (mmol L−1) 6.75 ± 0.54 6.73 ± 0.40 0.968
Serum insulin (µg L−1) 0.41 ± 0.04 0.36 ± 0.07 0.509
HOMA-IR 2.62 ± 0.20 2.17 ± 0.13 0.496
HOMA-β 84.00 ± 15.46 51.04 ± 17.05 0.092
Total cholesterol (mmol L−1) 1.66 ± 0.04 2.18 ± 0.13 0.002
Triglyceride (mmol L−1) 0.90 ± 0.09 0.83 ± 0.09 0.589
HDL-C (mmol L−1) 0.75 ± 0.02 0.83 ± 0.04 0.132
LDL-C (mmol L−1) 0.09 ± 0.01 0.14 ± 0.01 0.006
NEFA (μmol L−1) 662 ± 116 632 ± 74 0.824
Castelli index I 2.22 ± 0.06 2.63 ± 0.06 0.001
Castelli index II 0.12 ± 0.01 0.16 ± 0.01 0.015
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number of pups per litter was not statistically different
between the groups (Table 3). We also observed that the sex
ratio of newborn pups was not altered by prenatal nicotine
exposure: the proportions of females per litter were similar
in C (47.52 ± 5.86) and in NIC pups (48.69 ± 4.36; P = 0.87)
(Table 3).

3.2.2 Glucose homeostasis and biochemical profiles. The
glucose homeostasis and blood biochemical levels from the
NIC pups during gestation and lactation are depicted in
Table 4. In this study, the insulin levels in all of the groups were
too low to detect. Compared with the C pups, there were no
changes in the glycemia and leptin levels in the weaned female
NIC pups. The weaned male NIC pups had decreased trends for
the glycemia level (−11%, P = 0.079); however, the leptin levels
were unchanged between the groups. Regarding the lipid pro-
files of the pups, both the female and male NIC pups presented
higher serum TC levels (+25%, P < 0.05; +19%, P < 0.05) while
their TG, LDL-C and NEFA levels were unchanged. In the
weaned female NIC pups, there was an increasing trend for
HDL-C (+25%, P = 0.080) and Castelli index I (+9%, P = 0.097).
The weaned male NIC pups showed higher Castelli index I
(+10%, P < 0.01) values; however, their Castelli index II values
and HDL-C were unchanged.

3.2.3 The metabolic gene expression levels in the liver and
adipose tissue. Compared with the controls, in the female NIC
pups at weaning, the hepatic FAS and ACC gene expression
levels presented a decreasing trend (−33%, P = 0.085 and
−36%, P = 0.077) while the GLUT4 mRNA levels remained
unchanged (Fig. 4A). The FAS, leptin and GLUT4 mRNA levels
in the pWAT from the female NIC pups at weaning remained
unchanged (Fig. 4B). However, in the male NIC pups at
weaning, the FAS mRNA levels were significantly decreased
(−11%, P < 0.05), while there were no effects on the ACC and
GLUT4 expression levels in the liver (Fig. 5A). Additionally, the
FAS mRNA levels were significantly increased by 1.86 ± 0.40-
fold (P < 0.05); however, there were no effects on the leptin
and GLUT4 expression levels in the eWAT (Fig. 5B). These
findings suggest that prenatal and lactation nicotine
exposure lowers lipid synthesis in the liver and adipose
tissue of female pups; however, in male NIC pups, lipid
synthesis was enhanced in the adipose tissue but reduced in
the liver.

4 Discussion

In this present study, we used an experimental model of prena-
tal and lactation nicotine exposure (2.0 mg kg−1 d−1) to show
that maternal nicotine exposure leads to important changes in
glucose homeostasis, lipogenesis and lipid metabolic profiles
in both the mother and offspring. The dose (1 mg kg−1 d−1) of
nicotine has been shown to lead to cotinine levels in maternal
serum that are similar to those observed in moderate female
smokers (80–163 ng ml−1).48 Somm et al. reported that the cir-
culating nicotine metabolite levels in gestating females were
found to range between 250 and 300 ng ml−1 under nicotine

Fig. 2 Metabolic gene expression in the liver of nicotine-exposed
mothers during gestation and lactation (x̄ ± S.E.M., n = 6–8). SREBP1c:
sterol regulatory element binding protein-1c; LPL: lipoprotein lipase;
ACC: acetyl-CoA carboxylase; FAS: fatty acid synthase; GLUT4: glucose
transporter 4. *P < 0.05 vs. the control.

Fig. 3 Metabolic gene expression in the parametrial white adipose
tissue (pWAT) of nicotine-exposed mothers during gestation and lacta-
tion (x̄ ± S.E.M., n = 6–8). SREBP1c: sterol regulatory element binding
protein-1c; FAS: fatty acid synthase; GLUT4: glucose transporter type
4. *P < 0.05, **P < 0.01 vs. the control.

Table 3 Body weight, sex ratio and litter size of nicotine-exposed pups
during gestation and lactation at weaning (x̄ ± S.E.M., n = 8)

Parameter Control group Nicotine group P Value

Litter size 13.25 ± 0.45 13.88 ± 0.58 0.410
Sex ratio (proportion of
females per litter, %)

47.52 ± 5.86 48.69 ± 4.36 0.875

Body weight of female
(at birth, litter)

5.98 ± 0.17 6.00 ± 0.12 0.931

Body weight of male
(at birth, litter)

6.29 ± 0.18 6.28 ± 0.15 0.952

Body weight of female
(at weaning)

71.28 ± 1.89 77.26 ± 1.17 0.018

Body weight of male
(at weaning)

81.04 ± 1.73 86.43 ± 1.33 0.027
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exposure (3 mg kg−1 d−1).50 These values consistent with those
found in smokers consuming between 10 and 19 cigarettes per
day whose serum cotinine levels were between 320 and 430 ng
ml−1.51 Typically, plasma nicotine levels in female heavy
smokers were found to range between 0.3 and 0.6 µM.49 There-
fore, we used this dose of nicotine (2.0 mg kg−1 d−1), which is
intended to be a model of mothers who are moderate to heavy
cigarette smokers, to investigate the association between
maternal nicotine exposure and fetal glucose homeostasis,
lipogenesis and lipid metabolic profiles.

4.1 Changes in mothers

It was reported that adult rats treated with nicotine lost weight
and were hypophagic;55 however, Chen et al. observed that
treating pregnant rats with nicotine did not affect maternal
body weight or food intake.56 Oliveira et al. also found that
nicotine exposure during lactation produced no change in the
mothers’ body weight and food intake.21 In our study, in the
model of maternal nicotine exposure during pregnancy and
lactation, we observed that the NIC mothers lost total body,
pWAT and iWAT weights. We also found that prenatal and
lactation nicotine exposure inhibited the mothers’ glucose

Table 4 Glucose homeostasis and biochemical profiles of nicotine-exposed pups during gestation and lactation at weaning (x̄ ± S.E.M., n = 8)

Parameter

Female Male

Control Nicotine Control Nicotine

Glycemia (mmol L−1) 4.19 ± 0.08 4.32 ± 0.21 4.37 ± 0.20 3.90 ± 0.35
Serum leptin (µg L−1) 3.48 ± 0.09 3.47 ± 0.12 3.23 ± 0.12 3.51 ± 0.25
Total cholesterol (mmol L−1) 1.90 ± 0.10 2.38 ± 0.16* 1.93 ± 0.11 2.29 ± 0.11*
Triglyceride (mmol L−1) 1.90 ± 0.32 1.86 ± 0.18 1.61 ± 0.17 1.86 ± 0.20
HDL-C (mmol L−1) 0.72 ± 0.04 0.82 ± 0.04 0.70 ± 0.04 0.75 ± 0.04
LDL-C (mmol L−1) 0.30 ± 0.03 0.29 ± 0.02 0.27 ± 0.02 0.31 ± 0.02
NEFA (μmol L−1) 1060 ± 126 950 ± 52 877 ± 64 876 ± 64
Castelli index I 2.66 ± 0.07 2.89 ± 0.10 2.77 ± 0.07 3.05 ± 0.05**
Castelli index II 0.42 ± 0.04 0.36 ± 0.02 0.40 ± 0.03 0.42 ± 0.03

*P < 0.05, **P < 0.01 vs. the control.

Fig. 4 Metabolic gene expression in nicotine-exposed female pups
during gestation and lactation at weaning (x̄ ± S.E.M., n = 6–8). (A) Liver;
(B) parametrial white adipose tissue (pWAT). FAS: fatty acid synthase;
ACC: acetyl-CoA carboxylase; GLUT4: glucose transporter 4.

Fig. 5 Metabolic gene expression in nicotine-exposed male pups
during gestation and lactation at weaning (x̄ ± S.E.M., n = 6–8). (A) Liver;
(B) epididymal white adipose tissue (eWAT). FAS: fatty acid synthase;
ACC: acetyl-CoA carboxylase; GLUT4: glucose transporter 4. *P < 0.05
vs. the control.
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transport and lipogenesis through a decrease of metabolic gene
expression in the liver and adipose tissue. These results indi-
cated that a decrease in body weight in the NIC mothers might
be associated with decreased glucose transport and lipogen-
esis. Indeed, it was shown that nicotine can lower the set
points of body weight in both rodents57 and humans.58

Studies have shown that acute and chronic nicotine treatments
result in a decrease in body weight of rodents, which was
associated with one or more of the following effects:59,60 (a)
decreased food intake due to reduced meal size (i.e., increased
satiation),61 (b) increased energy metabolism,62 (c) increased
lipolysis,63 or (d) increased physical activity.59,60

Regarding glucose homeostasis, in our study, the NIC
mothers showed normoglycemia. Normoglycemia was
described in maternal smoking during pregnancy, which was
associated with lower liver glycogen content and glucose intol-
erance.64 Santos-Silva et al. also reported that maternal
smoking during lactation exhibited no change in blood
glucose levels.43 Furthermore, Santos-Silva et al. found that
maternal smoking during lactation presented hypoinsulinemia
and lower HOMA-IR levels, suggesting higher insulin sensi-
tivity. In our study, we observed a decreased HOMA-β level
trend in the NIC mothers, which indicated that prenatal and
lactation nicotine exposure could affect β cell function in
mothers. Recent evidence has indicated that smoking is an
independent risk factor for acute pancreatitis.65 Epidemiologi-
cal evidence strongly suggests an association between cigarette
smoking and pancreatic injury and that nicotine can induce
impairment in glucose homeostasis, as well as pancreatic islet
cell apoptosis and damage.66 Furthermore, mRNA levels of
GLUT4 in the liver and pWAT were also significantly decreased
in the observed nicotine-exposed mothers at weaning. Taken
together, these studies show that in rats, prenatal and lactation
nicotine exposure can affect maternal pancreatic function and
glucose transport, suggesting a risk for the future development
of hyperglycemia in NIC mothers. In addition, Wang et al. also
showed that skeletal muscle accounts for 70–80% of the
insulin-stimulated glucose uptake, exerting a key role in regu-
lating whole-body glucose homeostasis.67 Therefore, it is poss-
ible that GLUT-4 in muscle could be a compensatory
mechanism for normoglycemia in NIC mothers. The mechan-
ism still calls for further research and confirmation.

It was reported that cigarette smoking contributes to cardio-
vascular disease through lipid profile alterations.68,69 Different
results have been reported for maternal lipid profile alterations
because of nicotine treatment. Santos-Silva et al. reported that
smoking exposed-mothers during lactation exhibited lower TG
and VLDL-C levels.43 Oliveira et al. showed that nicotine
exposed-mothers during lactation presented higher serum
HDL-C levels.21 In our study, in prenatal and lactation nicotine
exposed-mothers, we observed higher LDL-C levels and
hypercholesterolemia, as well as higher Castelli index values at
weaning, which indicated a high risk for dyslipidemia and
atherogenesis development in the mothers. However, meta-
bolic gene expression levels in the liver and adipose tissue (e.g.
SREBP1c, FAS and leptin) were down-regulated, which indi-

cated decreased lipogenesis in the weaned NIC mothers.
Taken together, these findings suggest that prenatal and lacta-
tion nicotine exposure slows down lipogenesis in the liver and
adipose tissue in mothers, which may account for the observed
decreased body weights and also may be a compensatory
mechanism that leads to higher LDL-C levels as well as
hypercholesterolemia.

4.2 Changes in the pups

In previous experimental studies, pre- and post-natal nicotine
exposure failed to cause changes in the body weight of pups
during the exposure period.41,42 Santos-Silva et al. found that
there were no body weight alterations in pups whose mothers
were smoke-exposed during lactation.43 Oliveira et al. demon-
strated that maternal nicotine exposure did not affect the body
weight gain of NIC offspring during lactation.40 In this study,
in the model of maternal exposure to NIC during pregnancy
and lactation, we also found that there were no differences in
the pups’ birth weight between two groups. However, the weaned
female and male NIC pups showed higher body weight. Higher
total body fat mass was also described in suckling pups whose
mothers were exposed to nicotine during lactation.40 Nicotine
exposure from gestation to the 10th day of lactation increased
the body weight in offspring at 35 days of age.41 Through the
analysis of these studies, the discrepancy in body weight of
offspring after maternal nicotine exposure may involve strains
of animals and different doses, routes, and windows of
exposure.40,42,50 In addition, this discrepancy may result from
the effect of other components in the tobacco used in some
studies. Furthermore, Oliveira et al. have demonstrated that
maternal nicotine exposure during lactation programs for a
higher body weight gain and adiposity in adult life of the
offspring as well as for hyperleptinemia although lipid profile
was not changed in adulthood.40 Nicotine exposure during lac-
tation possibly leads to a neonatal thyroid hypofunction and
programs for central hypothyroidism, which may partially
explain the overweight status in adulthood.40 Rats whose
mothers were treated with nicotine for 14 days before mating
and during pregnancy until weaning were heavier at 70 days of
age compared with controls and had higher body weight and
visceral adipose tissue levels at 180 days of age.42

As previously mentioned, smoking or nicotine exposure is
related to the development of insulin resistance and type 2 dia-
betes.70,71 In this study, weaned female NIC pups showed no
alteration in glycemia, while weaned male NIC pups showed
slightly lower glycemia. Additionally, there was no effect on
GLUT4 expression in the liver and adipose tissue in the
weaned female and male NIC pups. These results indicated
that prenatal and lactation nicotine exposure nearly did not
affect glucose homeostasis in the offspring and only decreased
glucose levels in the male offspring. The effects on glucose
homeostasis in the offspring were weaker than those in a
report by Santos-Silva et al., who found that smoke-exposed
pups during lactation showed lower glycemia and hyperinsuli-
nemia levels and higher HOMA-β levels.43 This difference may
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arise from the synergistic effect of other components in the
tobacco used in Santos-Silva’s study.

Concerning the pups’ lipid profiles, both the female and
male NIC pups presented higher serum TC levels at weaning.
Additionally, there were increased HDL-C and Castelli index
I trends in the weaned female NIC pups, and the weaned
male NIC pups had higher Castelli index I values, which indi-
cated a high dyslipidemia development risk in the offspring.
Santos-Silva et al. showed that pups whose mothers were
smoke-exposed during lactation presented higher serum TG
and HDL-C levels as well as lower LDL-C levels.43 Oliveira et al.
detected higher serum HDL-C levels in 15-day-old NIC pups
whose mothers were exposed to nicotine during lactation.21

Ma et al. showed that nicotine exposure during pregnancy and
lactation led to an increase in circulating and hepatic TG levels
in adult male offspring.11 Additionally, in our study, the leptin
levels were unchanged in weaned female and male NIC pups.
Santos-Silva showed that weaned smoke-exposed pups
showed no leptin level changes.43 Oliveira et al. observed that
15-day-old NIC pups whose mothers were exposed to nicotine
during lactation presented higher serum leptin levels.21 Fur-
thermore, in our study, prenatal and lactation nicotine
exposure affected lipogenesis gene expression levels in the
liver and adipose tissue, and there are also gender-specific
effects. FAS expressions in the liver and adipose tissue were
down-regulated in the weaned female NIC pups. However,
in the weaned male NIC pups, FAS expression was down-
regulated in the liver but up-regulated in the adipose tissue.
These results indicated that maternal nicotine exposure during
pregnancy and lactation affects early adipogenesis and lipo-
genesis in pups, and FAS may play a vital role in early lipogen-
esis, which may promote several important metabolic
disorders in the progeny.

4.3 Differences between mothers and pups

In this study, in the model of maternal nicotine exposure
during pregnancy and lactation, the NIC mothers had lower

total body weight, WAT weight and HOMA-β levels, higher
serum TC, LDL-C, and Castelli index values, and lower meta-
bolic gene expression levels in the liver and adipose tissue.
However, the weaned female and male NIC pups presented
higher body weights and serum TC levels. The weaned female
NIC pups presented increased HDL-C and Castelli index
I trends. The weaned male NIC pups showed lower glycemia
and Castelli index I levels. Additionally, the weaned female
NIC pups presented lower FAS gene expression levels in the
liver and adipose tissue, while the weaned male NIC pups pre-
sented lower hepatic FAS expression and higher adipose FAS
expression. From these results, we found some characteristic
trends: (1) the effects of prenatal and lactation nicotine
exposure on mothers were different from those on their
offspring; (2) the effects of prenatal and lactation nicotine
exposure on lipogenesis and lipid metabolism were stronger
than those on glucose homeostasis in the mothers and
offspring; (3) our findings may result from functional changes
in both the mothers and pups, which agrees with Oliveira’s
findings;21 and (4) concerning the pups, on the one hand,
nicotine transfer through the placenta or maternal milk may
lead to direct roles in the offspring. On the other hand,
maternal alterations caused by nicotine treatment, such as
glucose homeostasis and/or lipogenesis and lipid metabolism,
may indirectly have an influence on the offspring (Fig. 6). (5)
There are gender-specific effects on pups, and the effects on
male offspring were more obvious than those on the females.

5. Conclusions

In conclusion, we have demonstrated that prenatal and lacta-
tion nicotine exposure induced deleterious effects on glucose
homeostasis, lipogenesis and lipid metabolism in both
mothers and pups, which may promote several important
metabolic disorders in the progeny. The effects on pups
include the direct roles of nicotine and indirect roles of

Fig. 6 Direct and indirect effects of maternal nicotine exposure on pups’ glucose homeostasis, lipogenesis and lipid metabolism.
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maternal alterations. Additionally, there are gender-specific
effects on pups and the effects on male offspring were more
obvious than those on the females. Therefore, the implication
of these results is that pregnant women and women who are
breastfeeding should avoid exposure to tobacco smoke or
nicotine.

Conflict of interest

There are no conflicts of interest to declare.

Acknowledgements

This work was supported by grants from the National Natural
Science Foundation of China (no. 81270950 and 81570792) to
You-e Yan and from the Hubei Provincial Natural Science
Foundation of China (2015CFB183) to You-e Yan.

Notes and references

1 A. O. Hammoud, E. Bujold, Y. Sorokin, C. Schild, M. Krapp
and P. Baumann, Smoking in pregnancy revisited: findings
from a large population-based study, Am. J. Obstet.
Gynecol., 2005, 192, 1856–1862.

2 G. Fantuzzi, G. Aggazzotti, E. Righi, F. Facchinetti,
E. Bertucci, S. Kanitz, F. Barbone, G. Sansebastiano,
M. A. Battaglia, V. Leoni, L. Fabiani, M. Triassi and
S. Sciacca, Preterm delivery and exposure to active and
passive smoking during pregnancy: a case-control study
from Italy, Paediatr. Perinat. Epidemiol., 2007, 21, 194–200.

3 E. A. Mitchell and J. Milerad, Smoking and the sudden
infant death syndrome, Rev. Environ. Health, 2006, 21, 81–
103.

4 A. Einarson and S. Riordan, Smoking in pregnancy and
lactation: a review of risks and cessation strategies,
Eur. J. Clin. Pharmacol., 2009, 65, 325–330.

5 G. W. Warren, A. J. Alberg, A. S. Kraft and K. M. Cummings,
The 2014 Surgeon General’s Report: “The Health Con-
sequences of Smoking-50 Years of Progress” A Paradigm
Shift in Cancer Care, Cancer, 2014, 120, 1914–1916.

6 B. Al-Sahab, M. Saqib, G. Hauser and H. Tamim, Prevalence
of smoking during pregnancy and associated risk factors
among Canadian women: a national survey, BMC Pregnancy
Childbirth, 2010, 10, 24.

7 N. N. Dhalwani, L. J. Tata, T. Coleman, K. M. Fleming and
L. Szatkowski, Completeness of Maternal Smoking Status
Recording during Pregnancy in United Kingdom Primary
Care Data, PLoS One, 2013, 8, e72218.

8 V. T. Tong, P. M. Dietz, S. L. Farr, D. V. D’Angelo and
L. J. England, Estimates of Smoking Before and During
Pregnancy, and Smoking Cessation During Pregnancy:
Comparing Two Population-Based Data Sources, Public
Health Rep., 2013, 128, 179–188.

9 C. Meernik and A. O. Goldstein, A critical review of
smoking, cessation, relapse and emerging research in preg-
nancy and post-partum, Br. Med. Bull., 2015, 114, 135–146.

10 S. F. Weng, S. A. Redsell, J. A. Swift, M. Yang and
C. P. Glazebrook, Systematic review and meta-analyses of
risk factors for childhood overweight identifiable during
infancy, Arch. Dis. Child., 2012, 97, 1019–1026.

11 N. Ma, C. J. Nicholson, M. Wong, A. C. Holloway and
D. B. Hardy, Fetal and neonatal exposure to nicotine leads
to augmented hepatic and circulating triglycerides in adult
male offspring due to increased expression of fatty acid
synthase, Toxicol. Appl. Pharmacol., 2014, 275, 1–11.

12 D. Yildiz, Nicotine, its metabolism and an overview of its
biological effects, Toxicon, 2004, 43, 619–632.

13 J. E. Bruin, L. D. Kellenberger, H. C. Gerstein,
K. M. Morrison and A. C. Holloway, Fetal and neonatal
nicotine exposure and postnatal glucose homeostasis:
identifying critical windows of exposure, J. Endocrinol.,
2007, 194, 171–178.

14 Y. J. Gao, A. C. Holloway, L. Y. Su, K. Takemori, C. Lu and
R. M. K. W. Lee, Effects of fetal and neonatal exposure to
nicotine on blood pressure and perivascular adipose tissue
function in adult life, Eur. J. Pharmacol., 2008, 590, 264–
268.

15 E. Oken, E. B. Levitan and M. W. Gillman, Maternal
smoking during pregnancy and child overweight: systematic
review and meta-analysis, Int. J. Obes., 2008, 32, 201–210.

16 C. Syme, M. Abrahamowicz, A. Mahboubi, G. T. Leonard,
M. Perron, L. Richer, S. Veillette, D. Gaudet, T. Paus and
Z. Pausova, Prenatal Exposure to Maternal Cigarette
Smoking and Accumulation of Intra-abdominal Fat During
Adolescence, Obesity, 2010, 18, 1021–1025.

17 B. J. Henderson and H. A. Lester, Inside-out neuropharma-
cology of nicotinic drugs, Neuropharmacology, 2015, 96,
178–193.

18 J. N. Langley, On the reaction of cells and of nerve-endings
to certain poisons, chiefly as regards the reaction of
striated muscle to nicotine and to curari, J. Physiol., 1905,
33, 374–413.

19 W. Luck and H. Nau, Nicotine And Cotinine Concen-
trations In Serum And Milk Of Nursing Smokers,
Br. J. Clin. Pharmacol., 1984, 18, 9–15.

20 A. Dahlstrom, B. Lundell, M. Curvall and L. Thapper,
Nicotine And Cotinine Concentrations In the Nursing Mother
And Her Infant, Acta. Paediatr. Scand., 1990, 79, 142–147.

21 E. Oliveira, C. R. Pinheiro, A. P. Santos-Silva,
I. H. Trevenzoli, Y. Abreu-Villaca, J. F. N. Neto, A. M. Reis,
M. C. F. Passos, E. G. Moura and P. C. Lisboa, Nicotine
exposure affects mother’s and pup’s nutritional, biochemi-
cal, and hormonal profiles during lactation in rats, J. Endo-
crinol., 2010, 205, 159–170.

22 U. Narayanan, S. Birru, J. Vaglenova and C. R. Breese,
Nicotinic receptor expression following nicotine exposure
via maternal milk, NeuroReport, 2002, 13, 961–963.

23 S. K. Myung, W. Ju, H. S. Jung, C. H. Park, S. W. Oh,
H. G. Seo, H. S. Kim and K. M. A. K. S. Grp, Efficacy and

Paper Toxicology Research

1326 | Toxicol. Res., 2016, 5, 1318–1328 This journal is © The Royal Society of Chemistry 2016

Pu
bl

is
he

d 
on

 2
1 

Ju
ly

 2
01

6.
 D

ow
nl

oa
de

d 
by

 R
SC

 I
nt

er
na

l o
n 

6/
15

/2
01

8 
10

:0
8:

21
 A

M
. 

View Article Online

http://dx.doi.org/10.1039/c6tx00237d


safety of pharmacotherapy for smoking cessation among
pregnant smokers: a meta-analysis, BJOG, 2012, 119, 1029–
1039.

24 S. L. C. Chapman and L. T. Wu, E-cigarette prevalence and
correlates of use among adolescents versus adults:
A review, and comparison, J. Psychiatr. Res., 2014, 54, 43–54.

25 P. Kubica, A. Wasik, A. Kot-Wasik and J. Namiesnik, An
evaluation of sucrose as a possible contaminant in
e-liquids for electronic cigarettes by hydrophilic interaction
liquid chromatography-tandem mass spectrometry, Anal.
Bioanal. Chem., 2014, 406, 3013–3018.

26 T. Coleman, C. Chamberlain, S. Cooper and J. Leonardi-
Bee, Efficacy and safety of nicotine replacement therapy for
smoking cessation in pregnancy: systematic review and
meta-analysis, Addiction, 2011, 106, 52–61.

27 N. E. De Long, N. G. Barra, D. B. Hardy and A. C. Holloway,
Is it safe to use smoking cessation therapeutics during
pregnancy?, Expert Opin. Drug Saf., 2014, 13, 1721–1731.

28 T. Coleman, S. Cooper, J. G. Thornton, M. J. Grainge,
K. Watts, J. Britton, S. Lewis and S. N. P. Snap, A Random-
ized Trial of Nicotine-Replacement Therapy Patches in
Pregnancy, N. Engl. J. Med., 2012, 366, 808–818.

29 J. E. Bruin, H. C. Gerstein and A. C. Holloway, Long-Term
Consequences of Fetal and Neonatal Nicotine Exposure:
A Critical Review, Toxicol. Sci., 2010, 116, 364–374.

30 D. J. P. Barker, The developmental origins of adult disease,
Eur. J. Epidemiol., 2003, 18, 733–736.

31 E. G. de Moura and M. C. F. Passos, Neonatal programming
of body weight regulation and energetic metabolism,
Biosci. Rep., 2005, 25, 251–269.

32 E. G. de Moura, P. C. Lisboa and M. C. F. Passos, Neonatal
Programming of Neuroimmunomodulation - Role of Adipo-
cytokines and Neuropeptides, Neuroimmunomodulation,
2008, 15, 176–188.

33 J. Behravan and M. Piquette-Miller, Drug transport across
the placenta, role of the ABC drug efflux transporters,
Expert Opin. Drug Metab. Toxicol., 2007, 3, 819–830.

34 K. E. Bergmann, R. L. Bergmann, R. von Kries, O. Bohm,
R. Richter, J. W. Dudenhausen and U. Wahn, Early determi-
nants of childhood overweight and adiposity in a birth
cohort study: role of breast-feeding, Int. J. Obes., 2003, 27,
162–172.

35 M. Wideroe, T. Vik, G. Jacobsen and L. S. Bakketeig, Does
maternal smoking during pregnancy cause childhood over-
weight?, Paediatr. Perinat. Epidemiol., 2003, 17, 171–179.

36 M. Z. Goldani, L. S. B. Haeffner, M. Agranonik,
M. A. Barbieri, H. Bettiol and A. A. M. Silva, Do early life
factors influence body mass index in adolescents?,
Braz. J. Med. Biol. Res., 2007, 40, 1231–1236.

37 C. M. Williams and T. Kanagasabai, Maternal Adipose-
Tissue Response To Nicotine Administration In the Preg-
nant Rat - Effects on Fetal Body-Fat And Cellularity,
Br. J. Nutr., 1984, 51, 7–13.

38 M. B. Newman, R. D. Shytle and P. R. Sanberg, Locomotor
behavioral effects of prenatal and postnatal nicotine exposure
in rat offspring, Behav. Pharmacol., 1999, 10, 699–706.

39 J. Golding, I. S. Rogers and P. M. Emmett, Association
between breast feeding, child development and behaviour,
Early Hum. Dev., 1997, 49, S175–S184.

40 E. Oliveira, E. G. Moura, A. P. Santos-Silva,
A. T. S. Fagundes, A. S. Rios, Y. Abreu-Villaca, J. F. N. Neto,
M. C. F. Passos and P. C. Lisboa, Short- and long-term
effects of maternal nicotine exposure during lactation on
body adiposity, lipid profile, and thyroid function of rat
offspring, J. Endocrinol., 2009, 202, 397–405.

41 W. J. A. Chen and R. B. Kelly, Effect of prenatal or perinatal
nicotine exposure on neonatal thyroid status and offspring
growth in rats, Life Sci., 2005, 76, 1249–1258.

42 Y. J. Gao, A. C. Holloway, Z. H. Zeng, G. E. Lim, J. J. Petrik,
W. G. Foster and R. M. K. W. Lee, Prenatal exposure to
nicotine causes postnatal obesity and altered perivascular
adipose tissue function, Obes. Res., 2005, 13, 687–692.

43 A. P. Santos-Silva, E. Oliveira, C. R. Pinheiro, A. L. Nunes-
Freitas, Y. Abreu-Villaca, A. C. Santana, C. C. Nascimento-
Saba, J. F. Nogueira-Neto, A. M. Reis, E. G. Moura and
P. C. Lisboa, Effects of tobacco smoke exposure during
lactation on nutritional and hormonal profiles in mothers
and offspring, J. Endocrinol., 2011, 209, 75–84.

44 J. H. Feng, Y. E. Yan, G. Liang, Y. S. Liu, X. J. Li,
B. J. Zhang, L. B. Chen, H. Yu, X. H. He and H. Wang,
Maternal and fetal metabonomic alterations in prenatal
nicotine exposure-induced rat intrauterine growth retar-
dation, Mol. Cell Endocrinol., 2014, 394, 59–69.

45 L. E. Gray Jr., J. Ostby, J. Furr, M. Price,
D. N. Veeramachaneni and L. Parks, Perinatal exposure to
the phthalates DEHP, BBP, and DINP, but not DEP, DMP,
or DOTP, alters sexual differentiation of the male rat,
Toxicol. Sci., 2000, 58, 350–365.

46 I. Ost’adalova and A. Babicky, Periodization of the early post-
natal development in the rat with particular attention to the
weaning period, Physiol. Res., 2012, 61(Suppl 1), S1–S7.

47 Y. E. Yan, L. Liu, J. F. Wang, F. Liu, X. H. Li, H. Q. Qin and
H. Wang, Prenatal nicotinic exposure suppresses fetal
adrenal steroidogenesis via steroidogenic factor 1 (SF-1)
deacetylation, Toxicol Appl Pharmacol., 2014, 277, 231–241.

48 A. C. Holloway, L. D. Kellenberger and J. J. Petrik, Fetal and
neonatal exposure to nicotine disrupts ovarian function
and fertility in adult female rats, Endocrine, 2006, 30,
213–216.

49 M. Alkondon, E. F. R. Pereira, L. E. F. Almeida,
W. R. Randall and E. X. Albuquerque, Nicotine at concen-
trations found in cigarette smokers activates and desensi-
tizes nicotinic acetylcholine receptors in CA1 interneurons
of rat hippocampus, Neuropharmacology, 2000, 39, 2726–
2739.

50 E. Somm, V. M. Schwitzgebel, D. M. Vauthay, E. J. Camm,
C. Y. Chen, J. P. Giacobino, S. V. Sizonenko, M. L. Aubert
and P. S. Huerppi, Prenatal Nicotine Exposure Alters Early
Pancreatic Islet and Adipose Tissue Development with Con-
sequences on the Control of Body Weight and Glucose
Metabolism Later in Life, Endocrinology, 2008, 149, 6289–
6299.

Toxicology Research Paper

This journal is © The Royal Society of Chemistry 2016 Toxicol. Res., 2016, 5, 1318–1328 | 1327

Pu
bl

is
he

d 
on

 2
1 

Ju
ly

 2
01

6.
 D

ow
nl

oa
de

d 
by

 R
SC

 I
nt

er
na

l o
n 

6/
15

/2
01

8 
10

:0
8:

21
 A

M
. 

View Article Online

http://dx.doi.org/10.1039/c6tx00237d


51 S. de Weerd, C. M. G. Thomas, J. E. T. G. Kuster,
R. J. L. M. Cikot and E. A. P. Steegers, Variation of serum
and urine cotinine in passive and active smokers and appli-
cability in preconceptional smoking cessation counseling,
Environ. Res., 2002, 90, 119–124.

52 D. R. Matthews, J. P. Hosker, A. S. Rudenski, B. A. Naylor,
D. F. Treacher and R. C. Turner, Homeostasis model assess-
ment: insulin resistance and beta-cell function from
fasting plasma glucose and insulin concentrations in man,
Diabetologia, 1985, 28, 412–419.

53 S. Wang, Q. Yang, S. Yu, R. Pan, D. Jiang, Y. Liu, H. Hu,
W. Sun, X. Hong, H. Xue, W. Qian, D. Wang, L. Zhou,
C. Mao and G. Yuan, Fibroblast growth factor 1 levels are
elevated in newly diagnosed type 2 diabetes compared to
normal glucose tolerance controls, Endocr. J., 2016, 63,
359–365.

54 G. A. Asare, S. Santa, R. A. Ngala, B. Asiedu, D. Afriyie and
A. G. Amoah, Effect of hormonal contraceptives on lipid
profile and the risk indices for cardiovascular disease in a
Ghanaian community, Int. J. Women’s Health, 2014, 6, 597–
603.

55 M. D. Li, J. K. Kane, S. L. Parker, K. McAllen, S. G. Matta
and B. M. Sharp, Nicotine administration enhances NPY
expression in the rat hypothalamus, Brain Res., 2000, 867,
157–164.

56 H. Chen, S. L. Parker, S. G. Matta and B. M. Sharp,
Gestational nicotine exposure reduces nicotinic cholinergic
receptor (nAChR) expression in dopaminergic brain regions
of adolescent rats, Eur. J. Neurosci., 2005, 22, 380–
388.

57 P. Frankham and M. Cabanac, Nicotine lowers the body-
weight set-point in male rats, Appetite, 2003, 41, 1–5.

58 M. Cabanac and P. Frankham, Evidence that transient
nicotine lowers the body weight set point, Physiol. Behav.,
2002, 76, 539–542.

59 A. G. Gillman, A. E. Kosobud and W. Timberlake, Effects of
multiple daily nicotine administrations on pre- and post-
nicotine circadian activity episodes in rats, Behav. Neurosci.,
2010, 124, 520–531.

60 M. Zoli and M. R. Picciotto, Nicotinic Regulation of Energy
Homeostasis, Nicotine Tob. Res., 2012, 14, 1270–1290.

61 G. A. Bray, Reciprocal relation of food intake and sympath-
etic activity: experimental observations and clinical impli-
cations, Int. J. Obes., 2000, 24, S8–S17.

62 C. Sztalryd, J. Hamilton, B. A. Horwitz, P. Johnson and
F. B. Kraemer, Alterations of lipolysis and lipoprotein
lipase in chronically nicotine-treated rats, Am. J. Physiol.,
1996, 270, E215–E223.

63 K. Andersson and P. Arner, Systemic nicotine stimulates
human adipose tissue lipolysis through local cholinergic
and catecholaminergic receptors, Int. J. Obes., 2001, 25,
1225–1232.

64 Y. K. Sinzato, P. H. O. Lima, C. E. M. dos Santos, K. E. de
Campos, M. V. C. Rudge and D. C. Damasceno, Association
of diabetes and cigarette smoke exposure on the glycemia
and liver glycogen of pregnant Wistar rats, Acta Cir. Bras.,
2008, 23, 481–485.

65 S. G. Barreto, How does cigarette smoking cause acute
pancreatitis?, Pancreatology, 2016, 16, 157–163.

66 A. Bhattacharjee, S. K. Prasad, S. Pal, B. Maji, A. K. Syamal
and S. Mukherjee, Synergistic protective effect of folic acid
and vitamin B12 against nicotine-induced oxidative stress
and apoptosis in pancreatic islets of the rat, Pharm. Biol.,
2016, 54, 433–444.

67 X. Wang, Q. Yu, H. Yue, S. Zeng and F. Cui, Effect of Inter-
mittent Hypoxia and Rimonabant on Glucose Metabolism
in Rats: Involvement of Expression of GLUT4 in Skeletal
Muscle, Med. Sci. Monit., 2015, 21, 3252–3260.

68 A. Oeser, J. Goffaux, W. Snead and M. G. Carlson, Plasma
leptin concentrations and lipid profiles during nicotine
abstinence, Am. J. Med. Sci., 1999, 318, 152–157.

69 K. Maeda, Y. Noguchi and T. Fukui, The effects of cessation
from cigarette smoking on the lipid and lipoprotein pro-
files: a meta-analysis, Prev. Med., 2003, 37, 283–290.

70 A. Chiolero, D. Faeh, F. Paccaud and J. Cornuz, Con-
sequences of smoking for body weight, body fat distribution,
and insulin resistance, Am. J. Clin. Nutr., 2008, 87, 801–
809.

71 E. Somm, V. M. Schwitzgebel, D. M. Vauthay, M. L. Aubert
and P. S. Huppi, Prenatal nicotine exposure and the pro-
gramming of metabolic and cardiovascular disorders, Mol.
Cell Endocrinol., 2009, 304, 69–77.

Paper Toxicology Research

1328 | Toxicol. Res., 2016, 5, 1318–1328 This journal is © The Royal Society of Chemistry 2016

Pu
bl

is
he

d 
on

 2
1 

Ju
ly

 2
01

6.
 D

ow
nl

oa
de

d 
by

 R
SC

 I
nt

er
na

l o
n 

6/
15

/2
01

8 
10

:0
8:

21
 A

M
. 

View Article Online

http://dx.doi.org/10.1039/c6tx00237d

	Button 1: 


